TH'S OPI NI ON WAS NOT WRI TTEN FOR PUBLI CATI ON

The opinion in support of the decision being entered today (1)
was not witten for publication in a law journal and (2) is
not bi ndi ng precedent of the Board.
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! Application for patent filed July 1, 1992. According to
appel l ants, this application is a continuation of Application
07/603,913 filed Cctober 24, 1990, now abandoned, which is a
conti nuation of Application 07/348,795 filed May 8, 1989, now
abandoned, which is a continuation-in-part of Application
07/ 045,840 filed May 1, 1987, now U.S. Patent No. 4,861, 627
grant ed August 29, 1989.
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This is a decision on appeal fromthe exam ner's refusa
to allow clains 20 through 25, which are all of the clains
remai ning in the application.

Clainms 20 and 25 are representative of the subject matter
on appeal and read as foll ows:

20. Polymeric mcrospheres fornmed of a first and second
pol ymer and a substance having a particle dianmeter of fifty
m crons or |ess incorporated in at |east one of said polyners;
wherein said first polymer forns a solid polyner core sphere
not having drug as the core of the polyneric core that is
coated with a single distinct layer of uniformthickness of
t he ot her polynmner.

25. The conposition of claim 20 wherein said substance
I's incorporated into one polyner, further conprising a second
substance incorporated into the other polyner.

The references relied on by the exam ner are:

Appel gren et al (Appel gren) 4,263, 273 Apr. 21, 1981
Beck et al (Beck) 4,756, 907 Jul . 12, 1988

The appeal ed clains stand rejected as foll ows:

(1) dainms 20 through 24 under 35 U.S.C. § 112, first
par agraph, as the specification fails to set forth a best node
of carrying out the clainmed invention;

(2) dains 23 through 25 under 35 U.S.C. § 112, fourth
paragraph, as failing to further limt the subject matter of

their parent clains;
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(3) dains 20 and 22 through 24 under 35 U.S.C. §8 103 as
bei ng unpat ent abl e over the disclosure of Appel gren? and
(4) daim25 under 35 U . S.C. 8§ 103 as being unpatentabl e

over the disclosure of Beck.

DI SCUSSI ON

Rat her than reiterate the conflicting viewoints advanced
by appel l ants and the exam ner in support of their respective
positions, reference is nade to the Brief and the Answer for
the full exposition thereof.

For the reasons set forth below, we will sustain only the
| ast three rejections indicated above and, pursuant to the
provisions of 37 CFR 8§ 196(b), will enter a new ground of

rej ection against clains 20 through 23.

1. Prelininary Matter

2 The exam ner has withdrawn the rejection of claim?21
under 35 U . S.C. 8§ 103 over the disclosure of Appelgren. See
page 2 of the Answer.
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As a prelimnary nmatter, we note that appellants question
the propriety of the examner's refusal to enter an anendnent
after final rejection. W need to enphasize that appellants
remedy is through a petition to the Comm ssioner, not through

an appeal to the Board. In re Hengehold, 440 F.2d 1395, 1403,

169 USPQ 473, 479 (CCPA 1971).

2. 8 112, First Paraqgraph

The exam ner has rejected clains 20 through 24 under 35
US C 8§ 112, first paragraph. According to the exam ner at
page 4 of the Answer, the specification |acks the best node of
formng a particular mcrospherical product. The exam ner,
however, has not established that, at the tinme the application
was filed, inventors knew of a node of formng this
m crospherical product that they considered to be better than

any other. Chentast Corp. v. Arco Industries, 913 F. 2d 923,

926, 16 USPRd 1033, 1035 (Fed. Cir. 1990). Since the

exam ner has not proffered any evidence of conceal nent
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(accidental or intentional) of the best nbde the inventors

were aware of, the rejection cannot be sustained. W reverse.
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3. § 112, Fourth Paraagraph

We shall sustain the exam ner's rejection of dependent
clainms 23 through 25 under 35 U.S.C. § 112, fourth paragraph.
Appel | ants have not disputed that clainms 23 through 25 fail to
further imt the subject matter of their parent clains. See

Brief inits entirety.

4. 8 103 Based On Appel gren

The exam ner has rejected clains 20 and 22 through 24
under 35 U.S.C. 8§ 103 as bei ng unpatentabl e over the
di scl osure of Appelgren.® The exam ner states (see Answer,
page 5) that:
Conparing claim?20 to Appelgren et al., the
pat entees (esp. abstract; col. 2, lines 38-48; col.
3, lines 6-42; and Ex’s. 1, 7 + 10-13) disclose

spherical or nearly spherical solid pharnmaceutica
preparations for adm nistration in dosage unit form

8 Appellants subnit at page 5 of their Brief that clains
20 and 22 through 24 do not stand or fall together. In
response, the exam ner argues that the clains do stand or fal
together. See Answer, page 3. Since appellants do not
contest the exam ner's position, clainms 20 and 22 through 24
will stand or fall together.
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conprising a pharmaceutically indifferent core, such

as mcrocrystalline cellulose, and | ayer contai ning

a pharmaceutical such as digoxin and a bi odegradabl e

pol ymer such as pol yet hyl ene gl ycol or hydroxy

propyl met hyl cellul ose. Wile Appelgren et al. may

not specify the particle dianmeter of the

i ncor porated drug such as digoxin, choice of this

paranmeter would be within the expected skill of a

worker in the art, and thus obvious. The “particle

di aneter of fifty mcrons or |less” for the

I ncor porat ed substance has not been disclosed as, or

shown to be, critical by applicants in the instant

case.

Appel  ants do not dispute nuch of the exam ner's findings
of fact and concl usions as shown above. Appellants only argue
t hat:

(1) Appelgren' s exanples do not suggest its
pharmaceutically indifferent core to be a polyner (see Brief,
page 14);

(2) Appel gren does not describe or suggest incorporating
a substance (drug) in the core or the coating (see Brief, page
19); (3) Appelgren does not describe or suggest a uniform
coating |layer of polyner (see Brief, page 20); and

(4) Appel gren does not descri be or suggest polyners

havi ng suitabl e phase separation properties (see Brief, pages

14 and 19). W are not persuaded by any of these argunents.
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Appel I ants do not dispute that Appel gren teaches using
m crocrystalline cellulose, which is a carbohydrate pol yner,
as a pharnmaceutically indifferent core. Rather, appellants
argue that Appel gren's exanples do not suggest its
pharmaceutically indifferent core to be a polyner. 1In so
argui ng, appellants not only ignore that exanple 1 of
Appel gren enploys in its spherical granules mcrocrystalline
cellulose, but they also fail to consider Appelgren as a

whol e, see In re Uhlig, 376 F.2d 320, 153 USPQ 460, (CCPA

1967). \When Appelgren is considered as a whole, we agree with
the examiner that it would have been obvious to one of
ordinary skill in the art to enploy a carbohydrate pol yner,
such as mcrocrystalline cellul ose, as the pharnaceutically
indifferent core of Appelgren's spherical granul es.

Appel | ants argue that "Appel gren does not disclose or
suggest incorporating a substance [i.e., a drug] in the core
or the coating, as required by the instant clains."” See
Brief, page 19. Appellants, however, acknow edge t hat
Appel gren's spherical granules contain "no drug...incorporated

in the core or the coating, as required by the instant clains,
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but rather in an internediate |ayer." See Brief, page 14. W
note that Appelgren's internediate (first) |layer containing a
pol ymer and a drug, as indicated by the exam ner at page 7 of
the Answer, is included by the clained coating polyner |ayer
cont ai ni ng a substance (drug).

Appel | ants argue that Appel gren does not suggest form ng
a coating polyner |ayer of uniformthickness. In so arguing,
appel lants fail to consider Appelgren in its entirety.
Appel gren, for exanple, indicates at columm 3, |ines 52-54,
that the shape of the spherical or nearly spherical particles
i s dependent on the shape of the cores, not the internediate
(first) or second |layers. This statenment inplies that the
t hi cknesses of the internediate and second | ayers are uniform
or substantially uniformsuch that they do not affect the
shape of the spherical or nearly spherical particles. The
inplication is further gal vani zed by Appel gren's requirenent
for "in vivo a sustained release". See colum 3, line 63. To
mai ntain a sustained rel ease of a desired anmount of a drug, it
woul d appear that the thicknesses of the internedi ate and
second | ayers of Appelgren need to be uniform |In any event,
since the types or thicknesses (anmount) of polyners affect the

9
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rel ease of a drug encapsulated in the polyners (see colum 3),
it woul d have been obvious to one of ordinary skill in the art
to provide a polyner layer having a uniformthickness to
mai ntain the desired rel ease rate for a given drug.
Appel I ants' arguments regardi ng phase-separation
properties of the polyners and a phase-separation process for
form ng m crospheres are al so noted. However, none of the
clains recites such limtations. Wen the clainms do not
recite the allegedly distinguishable features, "appellant][s]
cannot rely on themto establish patentability.” 1n re Self,

671 F.2d 1344, 1350, 213 USPQ 1, 7 (CCPA 1982).

5. § 103 Based On Beck

The exam ner has rejected claim25 under 35 U . S.C. § 103
as being unpatentabl e over the disclosure of Beck. The
exam ner states (see Answer, pages 5 and 6) that:

Conparing claim?25 to Beck et al., the
patentees (Fig's. 2 + 5; col. 3, lines 56-58 + 65-
68; col. 8, lines 7-30; col. 9, lines 51-59; 1
bridging col’s. 9 + 10; col. 10, lines 26-38; and
col. 12, lines 29-56) disclose mcroparticles or
m crospheres in which a core is fornmed of one
pharmaceutical agent in a matri x surrounded by a

10
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shell of matrix material containing a second type of
pharmaceutical. Beck et al. (Y bridging col’s. 9 +
10) suggest using different matrix materials. Beck
et al. (col. 10, lines 36-38) contenplate

m croparticles ranging in size as low as 10 or 20 m
[sic, Fn], so that size of the incorporated

phar maceuti cal would be even snmaller. Wiile the
Beck et al. reference may not disclose a specific
exanpl e of the above descri bed enbodinment, it is
clearly within the purview of Beck et al., and thus
woul d have been obvious therefromto one skilled in
the art at the tine applicants’ invention was made.
Disclosure in a reference is not limted to its
specific illustrative exanples, but nust be

consi dered as a whole to ascertain what woul d be
realistically suggested thereby to one of ordinary
skill inthe art. See In re Unlig, 153 USPQ 460.
Claim25 permts incorporated substance(s) to be in
bot h pol yners, including the core pol yners.

Appel I ants argue that Beck does not suggest formng a
coati ng polyner |ayer of uniformthickness. In so arguing,
appel lants fail to consider Beck inits entirety. Beck, for
exanpl e, evinces Figures 2 through 5 each showi ng spherica
particles having a second pol yner |ayer having a uniform
t hi ckness. Beck al so descri bes a phase-separati on process as
one of the desired processes for maeking spherical particles
whi ch are shown in Figures 2 through 5. The phase-separation

process described is inclusive of appellants' phase-separation

11
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process for making appellants' spherical particles. Thus, it
I's our view that Beck describes spherical particles having a
pol ymer | ayer of uniformthickness. 1In any event, since the
types or thicknesses (anpunt) of polynmers are known to affect
the rel ease of a drug encapsulated in the polyners, it would
have been obvious to one of ordinary skill in the art to
provi de a polyner |ayer having a desired thickness (including
uni formthicknesses) to maintain the desired release rate for
a given drug.

Appel  ants' argunents regardi ng phase-separation
properties of the polyners and a phase-separation process for
formng m crospheres are also noted. However, none of the
clains recites such limtations. Wen the clains do not
recite the allegedly distinguishable features, "appellant[s]
cannot rely on themto establish patentability.” 1n re Self,

671 F.2d 1344, 1350, 213 USPQ 1, 7 (CCPA 1982).

6. New G ound of Rejection

Under the provisions of 196(b), the foll ow ng new ground
of rejection is entered against clains 20 through 23.

12
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Claim 20 through 23 are rejected under 35 U.S.C. § 102 as
anticipated by, or in the alternative under 35 U S.C. § 103 as
bei ng obvi ous over the disclosure of Beck.

Beck describes nulti-layered mcroparticles which are
useful for carrying pharnmaceutical agents. See colum 3,
lines 55-68 in conjunction with Figures 2 through 5. Figure 5
specifically shows a spherical mcroparticle formed of a core
of one particul ar pharmaceutical agent surrounded by a shel
of matrix material containing a second type of pharnaceutica
agent. See columm 3, lines 65-68 in conjunction with colum
10, lines 21-24. The core of the spherical mcroparticle of
Figure 5 is prepared (colum 9, lines 54-57) such that

[t] he antigen or antibody al one can constitute
the core of the mcroparticles or the antibody or
antigen can dispersed in nmatrix material to forma

core 11.

Beck then goes on to state (see the paragraph bridgi ng col ums
9 and 10):

Moreover, while nulti-layered mcroparticles
such as the types shown in FIGS. 2, 4 and 5 are
normal ly formed of a single type of matrix material,
it 1s possible, if not desirable under sone
ci rcunstances, to fornul ate contiguous |ayers of the
mcroparticles fromdifferent matrix nmaterial s.

Still further it is possible that under sone
circunstances, it may be desirable to deliver nore
than one anti body or antigen to the interna

13
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reproductive organs to treat nore than one

condition. Thus, for instance, nonolithic

m croparticles could be prepared and delivered

containing two different anti bodies to passively

treat two different diseases. |In fact, it nmay be

desi rabl e under sone circunstances to actively

I mmuni ze a patient agai nst one disorder and

si mul t aneously passively immuni ze the patient

agai nst a second disorder with antigen and anti body

delivered in the sanme mcroparticles.
The matrix materials enployed to formthe spherica
m croparticle are preferably selected from "pol yglycolic acid,
polylactic acid, as well as copolyners of glycolic and lactic
acid, and glycerol nono-and distearate.” See colum 12, lines
42-45. The preferred size of the mcroparticle ranges from 20
to 60 mcroneter (mcron) which inplies that a pharmaceutica
agent incorporated therein is snmaller than 60 or 20 m crons.
Since the phrase "wherein said first polynmer formas a solid

pol ynmer core sphere not having drug as the core of the

polymeric core” in claim?20 is

14
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interpreted as including a pharnaceutical agent dispersed in a
core matrix as long as it does not formthe core of a core
matri x, we are of the view that the subject natter of clains
20 through 23 is described by Beck as indicated supra. The
extent to which such phrase is interpreted as excluding any
phar maceutical agent in the core matrix, we are of the view
that it would have been obvious to one of ordinary skill in
the art to elimnate one of the pharnmaceutical agents, such as
the one in the core matrix of Beck's nulti-Ilayered spherica
mcroparticles, along with its attendant function. Conpare In

re Thonpson, 545 F.2d 1290, 1294, 192 USPQ 275, 277 (CCPA

1976); In re Kuhle, 526 F.2d 553, 555, 188 USPQ 7, 9 (CCPA

1975). This is particularly true in the present situation
since Beck al so teaches that pharmaceutical agents can be
incorporated "in a variety of configurations dependi ng upon
how the drug or drugs are to be released.” See colum 9,
i nes 60-64.

Any request for reconsideration or nodification of this
deci sion by the Board of Patent Appeals and Interferences
based upon the sanme record nust be filed within one nonth from

the date hereof. 37 CFR § 1.197.

15
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Wth respect to the new rejections under 37 CFR 8§
1.196(b), should appellants elect the alternate option under
that rule to prosecute further before the Primary Exam ner by
way of anmendnment or show ng of facts, or both, not previously
of record, a shortened statutory period for maeking such
response is hereby set to expire two nonths fromthe date of
this decision. 1In the event appellants elects this alternate
option, in order to preserve the right to seek revi ew under 35
U S.C 88 141 or 145 with respect to the affirnmed rejection,
the effective date of the affirmance is deferred until
concl usi on of the prosecution before the exam ner unless, as a
mere incident to the limted prosecution, the affirned
rejection is overcone.

If the appellants el ect prosecution before the exam ner
and this does not result in allowance of the application,
abandonnent or a second appeal, this case should be returned
to us for final action on the affirned rejection, including

any tinmely request for reconsideration thereof.

16
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No tinme period for taking any subsequent action in

connection with this appeal

§ 1.136(a).
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